PCT/JP2004/014779 

30.09.2004 



H ^ II 



# It It 



JAPAN PATENT, OFFICE 



K mm ^ fix 



This is to certify that the annexed is a true copy of the following application as filed 
with this Office. 



ta m ^ n B 

Date of Application: 

m n # ^ 

Application Number: 
[ST. 10/C] : 



2003^10^ 60 



2003-346937 



[JP2003-346937] 




m M A 

Applicant(s): 



PRIORITY DOCUMENT 

SUBMITTED OR TRANSMITTED IN 
COMPLIANCE WITH 
RULE 17.1(a) OR (b) 



I.'- ' 



J - - 





Commissioner, 
Japan Patent Office 



2004^ 9^ 8B 





•3EST AVAILABLE COPY 



mtiF*-^ &9\fM 2 0 0 4 



-3 080894 



12 003-346937 



1/ 



[M^L/iftSAl 



7L 



1033903 

^jSlS^lO^ 6B 
A06K 67/00 



^JIimajifeilifR^E^-iiJ 2-2-1 W^^^M^^ V -9— 
^$^JlI!lr«2£TiTfpmE#-PJ 2-2-1 W^^n^^^ V -9— 

mm 35:gi5 

000001959 

100099759 

S*475l900 
100077517 

sea t!c 

100087413 
100117019 



100082898 

209382 
21,000R 



aJSE# 2004-3080894 



12 003-346937 



2/E 



mm 

MM 



1 



0305959 



ffliE#2 004-3080894 



12003-346937 ^-V : 1/E 

fzM&m.mm^'^ ^y-vy^nx. xmmMmm^m'i^ L^ -j^cv^T-^m^jiaMji*^ 

7 1 



aiiEi^2 004-3080894 



#11 2003-346937 



1/ 



[mm^] mm 

mt^Hi)C< ^ t<75-e^'S:V\«-e^;&^lt:&*^Jo"rv>* (Kishimoto et al., Proc. 
Natl. Acad. Sci. USA (1999), Vol.96, pp. 7336-7341 ; ##StS:m D o 

-CV>;2>o Weinberg etal.. J. Invest. Dermatol. (1993). Vol.100, pp 229-236 (## 

h Ktzmm^m^^^-r^o Weinberg^, J: tL«±a:m«ii^^f f ^^^sn^| < 

llXtAk. Kishimoto<bici^m®^aa<^M^fefi^ ^^^-^^^'"rjllL 

#§|{i^Jx.(fProuty et al.. American J. Pathol. (1996) Vol.148 No^.PP- 1871-188 

1 1 Kishimoto et al.. Proc. Natl. Acad. Sci. USA (1999). pp. (6i 

6 7341 

[##fi^5:it2] Weinberg et al., J. Invest. Dermatol. (1993). Vol.100, pp. 2 
29—236 

[0S^ff:^U3] Prouty et al.. American J. Pathol. (1996) Vol.148, No. 6, pp. 
1871-1885 

miiE# 2004-3080894 



#0 2003-346937 : 2/ 



[0 0 0 5] 
[0 0 0 61 

10 0 0 7] 

-ssi.*)m<^tx'ntzM&m^m»^^^-'rymmLxm^mm<^^mmL. ^\^^xmm 
mm^m^ ^ ^^t x^^±&mm ^^m^^^:zttnw^t-r^:^m 

10 0 0 8] 

±iam!i-^©omM* 1 X 1 o^~ 1 X 1 o^ymiizmm:Lxi!)^h'^^^^^^jo 
m<o^x. ■Btv<itiMmii)^±<Dmmizt>tz^xndo 

10 0 0 9] 
[0 0 10] 

i9> \^:i)^i>ms^i-x-MLiZ'Z-mtir^m^> ^mxi>ho 
vmM'^mm.ir^fz)ib(DM'k<D^m\ 

[0011] 
[0 0 12] 

4. iB»SrW-ffi!lL. 3t^^:«^«. Sf * L< l± 1 x 1 0^~ 1x1 OVm 1 
[0 0 1 3 1 

^?^mi^is^^x^mir^m%W}^(D0i&ii^h<'9>^m%W}mKm^Lx X < . rn'M-t^ 

ffiSE# 2004-3080894 



#112 0 0 3-3 4 6 9 3 7 ^-v? : 3/ 

10 0 141 

*'-2mmm^^^m i^^^turNo. blc-2) ce^^^nx^ia} ^lim^x-^^o 

loo 1 51 
10 0 1 6] 

m(D]^Mi()^hmWiir^:LhiifiX^^o 
[0 0 171 

1. PifLKiJ^^^J^^fflitl-^o 

2. 0. 2 5% h y :^^/>/PB S4't?4'CT-e— Hfei^a-r^i 

5. ^(DmmMusi,\tKQMh^^^ktsFyv%mzmm.<r>mu^^xmmv> ^mmM 

[0 0 18] 

ii>XTKmMm'kmifx:^^m^'^h\zmm\,zwm-r^o 

-^^■t^mUmUuuiimhfLh^iiimU-t^fz^. /^♦-v:*> (Ve r s l c an) 7* 
n^~^-nFSEtc-y'-:^-:J' ^y-f^^, LacZ, O^itit-fE^^-o^rv^/i^^^^ ^ - 

10 0 19] 

( 1 ) V * > -ucz TG v> ;^ o*&«aj3a:d> ^ ^%mmmmm^n(om 

ffiiE#2 004-3080894 



#11 2 0 0 3-3 4 6 9 3 7 ^->>' : 4/ 



m 

( 1 - 1 ) V :^ > -LacZ TGv x ib ^ ^ fifzm^^ (^t^ 4 H iC'fgffl ) 

d*>, L a c Zl^tt<04@#:^SjglJL/Co >'^*-'>* >-LacZ TGv>>;^ti, -fiaix-f^Kishimot 

( 1 - 2 ) ^mi^^^^y-i^t ') ymmm^m^^ (iiir rp b s j ) x-mm^. 
'»u&mi:mmL. o. 2 5% h v:f'y>/PBs^-c4vr'(^-m^m.Ltio 

(1-3) ^B. h^SrtncJ; i9^&i:K-&=Sr^^L> XM^ 0. 3 5%n^ 

y:^-■tVDMEM =3^^fe'f-j5^;l'«:i!'^^*o JJIT TDMEMJ ) KX^S 7 

(1-4) (1 -3) i;^j?i*<^*^Tc.f.:(^*,^ 70;«^-^-O*°T 

^J->f X«:i#o-b;VJ^ M^--^-JCiiL, ^v^T'^'C^^g|fl (9 0 0 g. 1 OrS-) tCioT 

(1-5) »l^4-tfiliJL. 1x10^- 1 X 1 oVm 1 

(1-6) mMmWiKmmL. :ifii)ikToyvi-^y( v'}-m^i^m^^fzo 

[0 0 2 01 

(2) yjVtuUTt'-^r- LacZ7a--9--f h> b U-<#*f 

. 7;^:^ D ^- LacZ"7n — -y-^f h ;>{ i^ij—:^-, > (FluoroReporter lacZ flow cy 

tometry kits) Molecular Probe%t> iJ^u^No. F-1930 (50^S^) /F-1931 (250 

RJS^) 

• UMom^ : 

h^^OFDCttii (Component A) =lrMiliQ7lc-C 1 : 1 0 K^^LfZo l-9->"/ 

: V ^(D?l^m (Component D) y hii[m<DmmWLX- 1 : 1 0 0 K^Wi 
LfZo 1-9- ^-/JV^ 19 0.9ml Sr-ffi^LfCo '^ffif t ■e:?Jc*t'*5V>T 4 "CtC?^^ LtiSV^/i 

o ■^'^mi^tvxii. ±jfem^#M6*itc^fe-r^#fim#-e$,-&CD49f -^ey i^n-f-;i/ 

i^uTy ^nm^. MCA6 9 9) ^ JEM^^Mfi^Jl-^fe-T'&T-ADD (^•;/^'-7> 
PN-1M3 4 2 2) ^rfflv^/^o 
[0 0 2 11 

(2-1) -LacZ TG-7-i7;^S5^o^^ifl|a(75M?ifS=£-~ 1 X 1 0^«i5: 

t-e<^»^lCiSML-C. 750ul<^^feiK#=£rinx.T. 1.5ml<DJ^5'^>-^^-yic#L/c 

o 

(2 - 2) 3000|lI^Tr5^P^jt'i:>L. ±m^^i^Xfzo h ^100 /iKDPk'^M. 

i^ii^wmMLfzo :i<Dmm^i3 7x:<D'mM.mxio^m-:/'uy(>^:i.^-i^3yi.fzo 

(2-3) 3 7X:(Dmm^X10^m-fl^^y^^^-'ya>\^X^\f>fzK}B^&^50iuL 
iPxT. jElStCl^^. 3 7'CX'Kmi^'ofZo 
(2-4) 0.9ml <^'f|tjli?18t=S:tJnx.x 7!lC'4'fr^<!fe^L^Co 

( 2 - 5 ) lO^f^ izAO IX L(D SOmM PETG (iE^i& ) (Component B) ^iU^X KfB i 
iiZm^LfZo 

(2-6) -r<;?^^:*-lcFACS-C:^^5t-g^ri|iJ5gLfco 7a -^f-f h > - - (FACS) 
(Omi^:^^ii^-*-<OMBM^M^izX'pfzo F AC S<7)il!I^^«{iMx.{f. 

^Fluorescein (7;^:t-n-fe^>) frliiL7^:^£ti^^T'«<^^^3^£E<55^^ 

^M^Ltzo 
[0 0 2 21 

(3) MWM* 

LacS.U^7-AADJC^o'< FAC S«|*fti. ^jfeijl^»L/cjfflJ3a4'<^UcZ*«0:fe#-7ii«. ^ 
Ml!llftl*«-r^)^«-e*S^ii:=£:^L/i (lai) o ^BfeoT. ^fLlI«{±^Mi!llfi?t^ i 
oT9BMb«rV>i t§gib)6>t*o^o tTt, CD-493^t;^7-AADtC*cf <FACS^We{i. CD-4 

tbiE#2 004-3080894 



#M 2003-346937 



5/ 



tLTt: (112) o MoT. <«|&g!&filt^c^BaPiSp°n*0^«{iLacZ\ 00-49". 7-AAD-. 
BP*>x ^a^m (LacZ*) J.o#^±^^j^lja (CD-49-) -C* «5 , LvJ-^^iMfla (7-AAD- 

[0 0 2 3] 

2 

I. 

(1) -^^^^^^jt&mu 

(1-1) ¥#fBirB.. I CR^I6v-i^;^<^i^^fl^J: U >mJit® 

^S±ii7K (mT rPBSj ) T^^f^. W^^&jf^flJ^L. 0.2 b%Y')-fi/y/V 

(1-2) tf:^^r•;/ h^StifiiJ: iJ^^lfB^S-O^flJ^L. ^^Ot^. ^ 7 -y-^f 
t8[ (,\>XT TKGMJ ) ft«T'4t:-e*t;lB#pg!l^ML^^o 
(1-3) hU'-f— =SrMLfc (1-2) <^M?§%'^^'d>^^fl (X 9 0 0 g. 

10^) \zi)-nx ±.i^-^mm,^mu\.fzo 

& o 

[0 0 2 4] 

(2) [mnmmi v x ft**^mpMn°p (ifci^^aj) <oPia 

(2-1) ##i|frH> I CRm^v^y^(7)gf^#J: >3JiiB (1 - 1) , (l-2)i:lW| 
(2-2) tfV-fe^;^ htCJ: J9^&gP:S'^flJ^L> ^o/j*&=^,Mt^, 0.35%(7)=i 

;g.^^/^^^^;^^^-g^£>MEM+ 1 o%FB Sff-es 7 r-ei^ iB#K}l?i^as 

(2-3) ■t;v;?. h ^-■:^-=^iiLfv:^;^^^ (2 - 2) =^^'C>:9-g|^tc:$-lj-T*&m 
(2-4) V'>tfJiV M!i%lffl#:*fc>9. ^fl&mt LTi^ 1 X 1 0'O^^^Jja«r## 

[0 0 2 5] 

(3-1) ^^ff I CR^^V'^xl'fP&jt^fU^L. ^^-^UMX^tZo 

(3-4) ffl&it^tfsiiL. 1 X 1 0^- 1 X 1 0 Vm 1 (n>mm.^mzmmumm.xm- 

(3-5) iis?jljiramfrc:il!^»L, ^mUl^t:: 1 x 1 0^1i/#«^fflv>/;„ c:tL=S: 
[0 0 2 6] 

1 1 . ^^nrnmsm {mm^<r>m'm.-^m) 
2-4) x« r^^iife^j (3-5) tm^^x^fzo ^fth<om^ 

^mm2 0D4-3080894 



S^m 2003-346937 ^- >^ : 6/E 



[0 0 2 7] 

(^«^DMEM+ 1 0%FBS^1 50;^ 1 i^Mm) 

[0 0 2 8] 

(i) ji- Y'-7f7 :^^mWl'Lt:o 

(i i) WM;ff*iS#l -fe>-5"?li^-^'5l5to/^o 

(i i i) t^p^;/^*;^•/^^f AL. m^^x-m^Lfzo 

(i v) ^N*;^/!*^^, mM^T^^tf^-;' ^-^ffiv^-caAL/co 

(v) ^(Ott^lM^mifL. y^Jvr^it-TLtZo 

(v i) /N';i/-:^^Srt±-f L/^f^> l-SiiFB^f^ (ii'^ti 2aiKffe) . :6-$^^c*«?JCtL/^80: 
[0 0 2 9] 

imi] 













mnmm 


++ 


(4/4) 






++ 


(4/4) 






++ 


(10/10) 








(0/10) 








(0/10) 



[0 0 3 0] 
[0 0 3 1] 

mi] hsLcRm-miizm-^ < f a c s «i*f*t:^o 

[H 2 ] CD-49S.tJ^7-AADtC*o' < F A C S <S?*f*t^o 



aiiE# 2004-3080894 



mm 2003-346937 



1/ 



1] 



CO 

O 
< 

G 




M 
O 
< 



1 1 



CD 



< 

—J < 

Luc- 



o 
'too 

CD 

q:: 



CO 



CD 



CO 


CM 


CD 


cr; 


CO 




• 


CO 


CO O 


CO 


CO 










1 
















O 






O 


<C 






< 










+* 






r 


O 






o 








<: 


<: 






< 


t 










































1 




1 










Ij 


Zl 


Zj 






U. 


LI- 


LU 




CM 


CO 






n: 







M 

K 

O 



I 



o 
O 



O 

CD 




< 



U. 



1^ 

n 
+ 



! 



o 

GO 
CD 



CO 



CO CO 



+ + 

O <C 



CO LO 



th|E# 2004-3080894 



#li 2003-346937 



2/ 



12] 

m2 



CNl 



CO 

o 



HI 

Jxa 



ioS 

jUlv 




CM 




• • • 



Q 



I 



» " • ♦ • '\^^: 



fc i iii I I I nun I I I ni l I I 1 1 I 



O 
-J< 




iliia 

m 

o 



I 

M — 

CD 
O 

o 



tuta 



CO 



o 

CD 



csj ir> CO o LO CP 
• • • • • 

CO O CO 'i— 

-I— CO ^ 



I I 

•4— H — 

<y> CD 

Q Q 



I 



o o 



C7> 

O 



O ^ 
-J o 

« • » 

Q O Q Q 
<C <C <C -< 

<c <i: <t: <c 

1 I i I 
r*^ I — 



O <C ^ 

<x: <C ^ 
ul. 



"^h "^jJ" 

I I I 



CNl CO 



o 

bX) 

CO 



+ 

O 



CO 


o 




CNl 


• 




id 


LO 


CO 


CVJ 


CM 


CO 










T 
















o 






O 


<: 






<c 










+" 






r 


Q 






o 








<: 


<i: 














1 
































—J 






LL- 


LL. 


1 


1 


1 


1 






Ij 


Ij 


-J 


1 

U- 




LL. 




Cvl 


co 













ffliE#2 004-3080894 




mSE#2 004-3080894 



#M2 0 0 3 -3 4 6 9 3 7 ^-'J I 1/E 



^ o 



mSE#2 004-3080894 



#M2 003-346937 

m m A m. M. m m 



[000001959] 

1990^ 8^27B 
^^^^ 



is Page is Inserted by IFW Indexing and Scanning 
Operations and is not part of the Official Record 

BEST AVAILABLE IMAGES 

Defective images within this document are accurate representations of the original 
documents submitted by the applicant. 

Defects in the images include but are not limited to the items checked: 

□ BLACK BORDERS 




IMAGE CUT OFF AT TOP, BOTTOM OR SffiES 



FADED TEXT OR DRAWING 




URRED OR ILLEGIBLE TEXT OR DRAWING 



□ SKEWED/SLANTED IMAGES 

□ COLOR OR BLACK AND WHITE PHOTOGRAPHS 



Y SCALE DOCUMENTS 




LINES OR MARKS ON ORIGINAL DOCUMENT 



□ REFERENCE(S) OR EXHIBIT(S) SUBMITTED ARE POOR QUALITY 

□ OTHER: 

IMAGES ARE BEST AVAILABLE COPY. 
As rescanning these documents will not correct the image 
problems checked, please do not report these problems to 
the IFW Image Problem Mailbox. 



